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***** "Surrogate Markers": Current Status, Future Directions 
      (Part I)

by John S. James

Over 200 AIDS researchers and several treatment activists 
attended a three-day meeting "Surrogate Markers of HIV: 
Strategies and Issues for Selection and Use," October 12-14 
near Washington, D.C. This article will review the importance 
of the subject, and examine the consensus document which 
emerged from an appointed 17-person Scientific Advisory 
Committee at the conference. We will also look at a research 
report which was missed at the meeting, because it had been 
presented elsewhere only a week before and was not widely 
known; it showed a striking relationship between plasma HIV 
RNA, and transmission of HIV from mothers to their babies 
(see "Maternal Transmission and Viral Load," in this issue).

We attended the meeting to review the existing factual 
knowledge in this area, and to see what professional 
consensus has developed at this time. There is widespread 
agreement on the major technical facts about markers of HIV 
disease, what is known and what is not known. But while we 
share that factual consensus, we left the meeting seriously 
concerned that the research community is about to make a 
major strategic mistake, to follow a path leading to several 
more years of missed opportunities and lack of progress in 
finding better treatments for HIV. This article will review 
the facts, and also summarize our concerns.

What Are "Markers," and 
Why Are They Important?

HIV disease develops slowly, usually over many years, 
including a long period without symptoms or with only minimal 
symptoms, followed by unpredictable episodes of worsening and 
improvement. This pattern makes it hard to tell if a 
treatment is doing any real good -- either for an individual 
patient, or on the average for a group. Because of lack of 
reliable ways to measure treatment effect quickly, 
researchers have traditionally considered survival 
improvement as the "gold standard" for proving that a 
treatment really helps. And, with some continuing reluctance, 
most have also accepted "clinical endpoints" -- meaning not 
only death but also major opportunistic infections -- as a 
valid measure that a treatment is working.

Relying on clinical endpoints causes several problems, 
however. First, since HIV develops slowly, it usually takes 
many years to get statistical proof that one treatment leads 
to more deaths or serious illness than another. Such trials 
not only present obvious ethical problems, they also are 
difficult to complete, since patients and physicians will 
usually sense what is going on long before full statistical 
proof is obtained, and drop out of the trial if they have 
been randomly assigned to the treatment which appears to be 
worse. And it is virtually impossible to test a potential 
treatment for EARLY HIV disease using clinical endpoints, 
because of the long time it will take (up to ten years or 
more) for many people to get sick.

Also, "clinical endpoints" do not help much to guide the 
treatment decisions for an individual patient. By the time 
the endpoint has occurred, serious damage has already been 
done.

Because of these problems, researchers have searched for a 
"surrogate marker" for HIV disease progression -- usually a 
blood test which, hopefully, will tell quickly if a treatment 
is helping or not. (The word "surrogate" refers to the use of 
the marker as a surrogate, or substitute, for death or major 
illness, as an outcome in clinical trials.) For several 
years, the T-helper count (and, to a lesser extent, the p24 
antigen test) have reluctantly been used as surrogate 
markers. But as more has been learned from clinical trials, 
it has become clear that small changes in the T-helper count 
-- and also the p24 antigen test, in most cases -- are not 
reliable as measures of whether or not a drug is working. 
(The T-helper count, however, does remain a very good 
indicator of disease prognosis, telling who is at risk for 
certain opportunistic infections and needs to use prophylaxis 
to prevent them.)

A new test, for the number of copies of HIV RNA in blood 
plasma, has been used by researchers for several years, and 
recently has become commercially available to practicing 
physicians. [For background, see "HIV RNA: New Blood Test for 
Individualized Therapy and Faster Trials," AIDS TREATMENT 
NEWS #204, August 5, 1994.] This test, essentially a measure 
of how much the AIDS virus has been reproducing in the body 
during the last several days, appears to be much better than 
either the T-helper count or p24 antigen as a measure of 
whether an antiviral treatment is working in a patient. Much 
remains to be learned, however; and while any physician can 
order this test, few are using it today outside of research, 
because of lack of guidance and collective medical experience 
in interpreting what the numbers mean.

Tests for plasma HIV RNA will almost certainly become more 
widely used in the future. The issue now is what additional 
evidence may be needed before they should come into 
widespread use. Clearly this depends on what use is being 
considered:

* For early clinical trials, such as for SCREENING drugs and 
combinations for antiviral effects in people, and for gaining 
insights into drug action, there is widespread agreement that 
the tests are ready now.

* For definitive proof that a blood test can be a complete 
substitute for clinical benefit -- such that the FDA could 
use the test alone to approve a drug for marketing, without 
ever needing clinical evidence that patients did better -- it 
is widely agreed that no marker of HIV disease progression 
(including plasma HIV RNA) is ready now.

* For individual patient management, there are different 
views -- often from the same researcher. Almost everyone 
personally believes that lowering the level of HIV RNA in the 
plasma (which means the number of viral particles in the 
blood), and keeping it down, would be a good thing. But to 
get definitive, unequivocal proof for this will take years, 
since new trials will have to be started to relate the RNA 
change to clinical endpoints (death and major illness), which 
take a long time to occur. (There have already been 
RETROSPECTIVE studies, using frozen blood saved years ago in 
clinical trials, so that researchers can know how well the 
patients will do in the future without waiting for years to 
find out. Retrospective results released in the last few 
months have shown a strong relationship between lowering the 
level of HIV RNA by drug therapy, and later benefit to 
patients. But to be completely sure, researchers also want to 
do PROSPECTIVE trials specifically designed to answer the 
question about HIV RNA or other proposed markers of HIV 
disease progression. Those trials -- still in early 
discussion stages today, nowhere near beginning -- will take 
a long time. The central controversy is to what extent the 
general use of HIV RNA testing should be delayed until the 
prospective trials are done.)

Statisticians have calculated what it would take to get a 
completely satisfactory proof that a particular blood test 
(such as HIV RNA) does, indeed, work reliably as a surrogate 
marker. The bottom line is that the treatment effect must be 
about four times the "standard error"; and with the poor 
treatments (such as AZT) that we are familiar with today, 
which have small treatment effects, this will require huge 
trials, with thousands of patients (since a large number of 
patients reduces the standard error of the average). And, 
years later, after these trials are done, the surrogate 
marker being tested will be definitively proven only for one 
class of drugs; if tested with AZT, for example, it would 
also be accepted for showing the effect of ddI, or of ddC. 
But then a new trial, with thousands of other people and also 
taking years, would be needed to prove that HIV RNA also 
works with protease inhibitors, or with any other class of 
drugs.

Note on HIV RNA, 
and "Viral Load" Terminology

A number of different markers of HIV disease progression have 
been proposed, but the one generating most interest today is 
the measurement of the number of copies of HIV RNA per 
milliliter of blood plasma. These copies are contained in 
virions, free virus particles in the blood; each virion has 
two copies of the RNA. If a patient gets a test result, for 
example, of 100,000 copies per milliliter (a fairly high 
number), this means that there are 50,000 virus particles per 
milliliter of blood plasma. (One minor source of confusion is 
that some testing companies report the results in terms of 
one milliliter, but others report in terms of a different 
amount of blood plasma, meaning that the numbers have to be 
corrected arithmetically in order to be comparable.)

This measurement (of the number of copies of HIV RNA per 
milliliter of plasma) is often called the "viral load," we 
will use that terminology in this article. But there has been 
some confusion, since the term "viral load" can mean two 
different things.

It is now known that when HIV infection occurs, a great many 
cells in the lymph nodes are silently infected. The genetic 
information of HIV has been integrated into the genetic 
inheritance, the DNA, of the cell; but in a large majority of 
the cells, this information is not being expressed. That 
means that the HIV in those cells is causing little or no 
damage at the time; but it also means that the immune system 
cannot detect those latently infected cells, and therefore 
cannot eliminate the infection. Those cells, therefore, form 
a reservoir of silent infection; and years later, for reasons 
not entirely understood, the cells can become activated and 
start producing virus. When this virus gets into the 
bloodstream, it can be measured by tests for HIV RNA, or by 
other kinds of viral tests.

The term "viral load" is usually used to mean the amount of 
free virus in the blood (or in the lymph node, if a lymph 
node biopsy is done as part of a research study). We will 
follow this usage. The confusion is that sometimes "viral 
load" has also been used to mean the silent reservoir of 
infection. We think that "viral reservoir" or "proviral load" 
would be best for that meaning, but we will wait to see what 
usage develops.

The viral load in the blood, not the viral reservoir, is the 
important measurement today. The viral reservoir cannot be 
affected much by any known treatment; also, it cannot be 
measured except by sophisticated research tests, which are 
far from general availability. The treatment strategy today 
is to use antiviral and other treatments to reduce the viral 
load -- by blocking the various steps of viral replication, 
by killing infected cells which have become activated, or by 
preventing them from becoming activated in the first place. 
Future treatments may be able to attack the viral reservoir 
directly, ultimately eradicating the infection; but that is 
not possible now.

Another terminology question involves the phrase "surrogate 
marker." Some believe that a viral measurement should not be 
called "surrogate" marker, since it is not a substitute for 
anything else, but a direct measurement of the virus. We 
agree, but will use the term "surrogate marker" in this 
article, since it is part of the name of the meeting we are 
reporting.

The Consensus Document

On the afternoon of the second day of the three-day Surrogate 
Marker meeting, an appointed Scientific Advisory Committee 
met privately to develop a consensus statement on surrogate 
markers. This committee, of 17 members altogether, included 
well-known AIDS researchers, government and industry experts, 
and two AIDS treatment activists. A "Consensus Statement, 
Scientific Advisory Committee on Surrogate Markers of HIV" 
was drafted that afternoon and immediately distributed to the 
other attendees of the conference. The three-page statement 
is too long to reproduce here; instead, we will quote from it 
and summarize. (The complete consensus statement can be 
obtained from Cambridge Healthtech Institute, which organized 
the conference. To request a copy, write to: CHI-Consensus 
Statement, 1000 Winter Street, Suite 3700, Waltham, MA 02154, 
or send a fax to 617/487-7937.)

 In the text below, we have quoted key sections of the 
consensus document, and included explanations for non-
technical readers. [Also, we have expressed our own concerns 
about what we believe is the unfortunate direction in which 
the professional consensus seems currently to be moving. To 
separate our reporting of the meeting from our evaluation of 
it, we have enclosed the latter in brackets -- or placed it 
in the Comment section, below.]

From the introduction to the consensus document: "The 
Committee believes that the impact of viral infection on the 
immune system drives the AIDS disease process and the 
Committee determined that its principal goal should be to 
recommend ways to test this hypothesis. The appropriate use 
of surrogate markers in clinical trials has the potential 
both to accelerate the evaluation of therapeutic 
interventions and to provide critical insights into the 
pathogenesis of HIV infection."

[Note that the main goal is to test a hypothesis, one that 
the committee already agrees with -- not to use the knowledge 
we already have to develop new treatments quickly.]

Next, the document listed a number of potential surrogate 
markers:

"All of the following are correlates of progression, but none 
can work in isolation of the others:

"Immunologic markers: CD4 count; CD4 percent; Beta-2 
microglobulin; Neopterin; Lymphocyte function (proliferative 
responses, specific and nonspecific; cytokine elaboration).

"Virologic markers: p24; ICD p24; viral culture titer; DNA 
PCR; RNA PCR; Genotypic or phenotypic drug resistance; 
Biologic phenotype.

Explanation: "Genotypic" drug resistance refers to tests for 
particular mutations which are known to convey some degree of 
resistance to particular drugs -- for example, tests for the 
mutation at position 215 which conveys resistance to AZT. 
"Phenotypic" drug resistance is tested by growing the virus 
in the laboratory and seeing if it is resistant, regardless 
of what known or unknown mutations might be involved. 
"Biologic phenotype" refers, for example, to the difference 
between "SI" (syncytia inducing) and "NSI" (non syncytia 
inducing) virus; SI virus develops in some but not all people 
with AIDS, and is associated with faster disease progression.

The Committee agreed that "a change in any of the above 
markers indicates an effect of a therapeutic agent IN VIVO. 
However, the absence of an effect in HIV DNA or genotypic or 
phenotypic resistance is insufficient evidence of the absence 
of antiviral activity.

The Committee then listed nine factors which "should be 
considered in assessing the relevance of these surrogate 
markers as they relate to clinical efficacy." The first two 
-- which the discussion at the meeting clearly showed were 
considered most important by the Committee -- were 
"Consistency across trials in correlation with clinical 
outcomes," and "Relationship to the putative mechanism of 
action of a therapeutic agent and proposed disease 
pathogenesis" (meaning that the marker "must make sense"). 
The other seven factors to consider in judging a proposed 
surrogate marker are: "Degree to which a surrogate marker 
explains a treatment effect; Magnitude of effect: Duration of 
effect; Precision/reproducibility; Dynamic range; Breadth of 
patient populations to which it is appropriate; Practicality 
and cost."

Then the Committee made four recommendations:

(1) It asked, "Which surrogate markers currently deserve the 
greatest commitment of investigative resources to validate 
them in a clinical setting?" It listed "HIV RNA in plasma" as 
the most important one; in the next most important category, 
it listed: "IUPM (infectious units per million PBMCs 
[peripheral blood mononuclear cells]); CD4; Immunologic 
function; HIV DNA; PBMC mRNA; Lymph node loads; Point 
mutations for resistance genotype; and Viral phenotype.

The discussion (although not the consensus text) made it 
clear that, within this second category, the greatest 
interest is in immunologic function -- the use of certain 
experimental tests which ask, not how many T-cells someone 
has, but how well those T-cells work. [In reaching this 
determination, the committee had oral reports of a 
potentially important finding which was not available in 
written form because of publication delays. Clearly much more 
research is needed in developing immunological tests of HIV 
disease progression. For years this work has been held back 
by lack of funding, largely because it has not had a clear 
relationship to particular pharmaceutical products.]

(2) "What is the most efficient and effective way to assess 
surrogate markers?

"Designing and executing trials of therapeutic agents that 
will establish a clear link between the effects of such 
agents on surrogate markers and clinical progression should 
be a high priority activity. Options include: A large 
"clinical difference" trial with a nested subset; Two medium-
sized trials: one in early disease and one in late disease.

"In these trials, adequate samples should be banked for later 
use in case-controlled studies."

Explanation: Basically this is a recommendation to start new, 
large, clinical trials to link changes in a potential marker 
(such as HIV RNA) with changes in progression to "clinical 
endpoints" (death or major opportunistic infections). Since 
thousands of people are likely to be required for these 
trials, researchers know that they will not have the budget 
to run the blood tests on everyone; HIV RNA, for example, now 
costs about $200 per test. Therefore, they are proposing to 
draw blood samples from all the volunteers and store them in 
freezers; later, when they find out who reaches a "clinical 
endpoint," they will test their blood, and compare those who 
did reach an endpoint with a random sample of those who did 
not. This is the "case-controlled" study design -- here used 
to save money, compared to the cost of testing everyone.

(3) "Can RNA load be used as a variable in a clinical trial 
in today's climate?

"Such a trial could be done if it were well designed."

[This simple-sounding statement hides a lot. It refers to the 
ethical and practical problems of having a control group for 
a study of plasma HIV RNA -- problems the researchers are 
very much aware of.

[In order to get absolute statistical proof that keeping the 
HIV RNA low does help to prevent death or deterioration, 
there probably has to be some form of comparison between 
patients whose HIV RNA is kept low (by drug therapies, and 
changing drugs when necessary), and another group in whom it 
is not kept low. Would it be ethical, with the current state 
of knowledge, to leave clinical-volunteers with a high viral 
load, without available treatments, until something bad 
happens to them -- or to try to avoid the issue by not 
running the test, so that no one would know if their viral 
load was high or not? Could such a trial be completed -- or 
would participants get their own tests, and treat themselves 
if necessary, preventing the trial from getting the "clinical 
endpoint" differences it was designed to get? We suspect that 
the glib answer really means that the Committee was not ready 
to deal with the question.]

(4) "What should people with HIV infection and clinicians 
caring for them be told about viral quantitation now?

"Viral quantitation is prognostic of progression, but it is 
not known yet whether measurements of viral load can be used 
to inform therapeutic decisions and so enhance treatment."

[What this leaves unsaid is that researchers are very much 
worried that widespread use of plasma HIV RNA testing will 
make it impossible to run their large, clinical-endpoint 
trials to "validate" the HIV RNA against clinical endpoints. 
First, if the test becomes part of the standard of care, with 
patients routinely using it to guide their therapeutic 
decisions, who will be available to volunteer for trials to 
see whether patients whose physicians use the test do better 
than patients whose physicians do not? Second, who will fund 
those trials? The government has less and less money for AIDS 
trials (and for research in general); and the companies that 
run the tests will have little incentive to finance a large, 
expensive trial, if they can sell their tests without it.

[When one of the participants at the meeting reminded the 
others of the urgency of the current situation, he was not 
referring to the fact that people are dying. The urgency was 
because people can get the HIV RNA test "in California" 
(actually nationwide, and in other countries as well -- the 
California location of one facility is coincidental); 
therefore the trial must be started soon if it is to be 
started at all.]

The Committee also agreed on five more technical points. One 
concerned using changes in the virus to drive change in 
therapy. Another concerned the need to standardize study 
methodology, even internationally, so that data can be 
combined to answer certain questions which may require 
thousands of "clinical events." Another suggested that viral 
load, markers of immune function, and T-helper counts are 
likely to be the best markers to use in trial of immune-based 
therapies.

Comment

Our main concern is not that unethical trials may be run, 
letting some peoples' viral load stay high without changing 
their treatment, to show that bad things happen. We are more 
fearful that no trials will be run -- that effort and 
attention are being misdirected into attempts to run huge, 
years'-long trials to "validate" HIV RNA as a surrogate 
marker. In fact these trials will probably not be financed, 
could probably not be run successfully even if they were 
financed, and would only be marginally useful even if they 
were conducted successfully.

They would not be very useful because they would take several 
years to validate each proposed surrogate marker for each 
different class of drugs. In other words, no marker will be 
"validated" until several years after the first drug of the 
class is ready to be given to thousands of people. In a 
rapidly moving field, with progress in biotechnology driving 
continuous acceleration of change, this means that the marker 
would only be available for approving non-critical advances, 
when the leading-edge research has moved into areas in which 
no marker could yet have been validated.

What should be done instead is to start now, using plasma HIV 
RNA and other markers, to screen dozens of potential HIV 
treatments which are already in human use. We need many small 
trials -- often 20 volunteers or fewer per treatment arm 
could be enough. These trials should publish their initial 
results quickly, within months, but also continue long-term 
followup lasting for years. The goal is to find new elements 
of combination treatments -- and later new combinations -- 
which lower the viral load as much as possible, in as many 
patients as possible, and keep it down for many months or 
years.

But very little of this work is being done. The problem is 
that the kinds of studies which are easiest to justify in 
academic meetings are not the ones we need to save lives.

Note:

Aside from the consensus document and the issues around it, a 
number of scientific papers were presented at the conference. 
We are still reviewing them, and preparing a report for a 
future issue of AIDS TREATMENT NEWS.


***** Maternal Transmission and Viral Load

One important paper was overlooked at the Surrogate Markers 
meeting; it had been presented the week before, at the ICAAC 
(Interscience Conference on Antimicrobial Agents and 
Chemotherapy) conference in Orlando, Florida. It was one of 
the "late breaker" presentations at ICAAC -- meaning that the 
results were available too late for regular submission, and 
therefore were not published in the abstracts which were 
distributed prior to the conference. As a result, an 
important finding did not get immediate attention.

This study was directed by Barbara Weiser, M.D., and Harold 
Burger, M.D., co-directors of HIV research at the New York 
State Department of Health's Wadsworth Center in Albany, New 
York, and including investigators at other medical centers in 
New York and New Jersey. It measured the plasma HIV RNA 
levels in 27 mothers at the time of delivery. Eight of the 11 
mothers with the highest levels of HIV RNA (greater than 
175,000 copies per ml of plasma) transmitted HIV to their 
infants; but none of the 16 mothers with lower viral load 
transmitted HIV. This result was strongly statistically 
significant (p<.001).

The researchers had already published a paper in which they 
used quantitative viral cultures, instead of plasma HIV RNA, 
to measure viral load in the mothers' blood. The viral 
cultures worked less well; one mother with a low level and 
three with a mid-range level (in the viral culture tests) had 
high levels of HIV RNA, and did transmit the virus.

The researchers concluded, "These data identify HIV-1 plasma 
RNA level as a major determinant of mother-to-child 
transmission and provide a strong scientific rationale for 
implementing multiple strategies to interrupt transmission by 
reducing viral load."

This work was funded by the Pediatric AIDS Foundation, and 
the U.S. National Institutes of Health.


***** Human Growth Hormone Available through Canada

U.S. AIDS patients with wasting syndrome have been able to 
obtain emergency supplies of recombinant human growth hormone 
through an office set up for compassionate access in Canada. 
The drug is expensive, however, and will probably not be 
reimbursed by U.S. health insurance.

For several years there have been small studies of human 
growth hormone as a treatment for AIDS-related wasting 
syndrome. The first results of a large trial (178 volunteers) 
were released in August 1994 at the Tenth International 
Conference on AIDS in Yokohama, Japan (see AIDS TREATMENT 
NEWS #205, August 19, 1994, for a summary of this report). 
The same information was reported in THE NEW YORK TIMES, 
October 16, 1994 (page 16 of the national edition); both 
articles may help in fighting for reimbursement for the 
treatment. Wasting syndrome is a major cause of death in 
persons with AIDS.

The study reported in Yokohama was sponsored by Serono 
Laboratories Inc. of Norwell, Massachusetts. The Serono 
product, brand name Serostim(TM), which is produced by 
genetically engineered mammalian cells, has been approved in 
about 50 countries (but not in the U.S.) for treating growth-
hormone deficiency in children. In the U.S., two other brands 
of recombinant human growth hormone have been approved for 
the same purpose: Protropin (sold by Genentech Inc.) and 
Humatrope (sold by Eli Lilly and Company). The three products 
are not identical, however; the small differences in the 
molecule might or might not be important.

In the U.S., although human growth hormone is available as a 
prescription drug, supplies are carefully controlled to 
prevent abuse by athletes. Although these controls are not 
intended to block legitimate medical use for treating life-
threatening conditions, we have heard that physicians have 
been unable to obtain Protropin for persons with AIDS. We 
have not yet heard from anyone trying to obtain Humatrope. 
Even with Serostim available through Canada, U.S. patients 
may want to get the U.S. product in hope of reimbursement 
(although its use is still "off label," pending FDA approval 
of one of the products for wasting syndrome).

One of the sites for the Serono study was San Francisco, and 
about 50 people here received Serostim in the Serono trial. 
Two activists in ACT UP/Golden Gate were in that trial, and 
no one who knew them had any doubt that the drug was helpful. 
ACT UP/Golden Gate had already been involved in changing the 
design of the trial so that it could accrue enough 
volunteers, and has continued to assist as the drug moves 
closer to routine availability.

To obtain Serostim for treatment of AIDS-related wasting, a 
physician must call the Serono Canada Information Line for 
Human Growth Hormone in HIV-Associated Wasting, 800/935-8853, 
8:30 to 5:00 Eastern time Monday through Friday. The 
physician will need to send a prescription, and a personal-
use statement for U.S. customs. According to ACT UP/Golden 
Gate, both documents must include the two names of the 
product: "Serostim," and "recombinant human growth hormone."

The dose used in the Serono trials has averaged 6 mg per day 
(1/10 mg per kilogram of body weight per day). The Canadian 
price is $25 per mg., meaning that for the average person, 
the drug will cost over $1,000 per week. No one knows if this 
high dose needs to be maintained; one ongoing study is 
testing lower doses, by giving physicians the option to 
reduce the dose from daily to twice a week, after three to 
six months of the daily dose.

One of the activists working on the issue, who is also using 
the drug himself, distributed an October 4 press release 
suggesting:

* Stocking up on food and planning four meals a day, at least 
when starting the drug;

* Weight lifting to help build muscle;

* Considering reducing the dose to once or twice per week 
after two weeks at the daily dose, and combining human growth 
hormone with other treatments for wasting syndrome during 
this time. He said the hormone "helped other therapies work 
anew for me." Presumably one could return to the higher dose 
if necessary. This regimen has not been tested, however, so 
there is no way to know whether or not it will be effective.


***** Protease Inhibitor: Stanford High-Dose Trial Still 
      Enrolling

A small but important study is testing saquinavir, the 
Hoffmann-La Roche protease inhibitor, at four times the dose 
used in the larger clinical trials. This study is still open 
for enrollment. The trial will last six months, and there 
should be continuing access to the drug after the study ends.

The dose being tested is 1200 mg six times a day. It is 
widely believed that the usual dose is too low, and was 
chosen because higher doses would make the drug too 
expensive. We have not heard of safety problems with the high 
dose; but potential volunteers will need to discuss possible 
risks with their physician.

Volunteers must have a T-helper count between 200 and 500; 
the study is especially seeking persons in this range who are 
p24 positive. Volunteers must not have active opportunistic 
infections, nor malignancies likely to require systemic 
chemotherapy in the next 12 months. They must not be pregnant 
or breast feeding.

Only the study-related expenses are paid. Volunteers will 
need to get to Stanford for three screening visits, and for 
visits at two weeks, four weeks, and monthly after that.

For more information about this trial, call Jane Norris, 
415/723-2805.


***** Passive Hyperimmune Therapy: Apparent Patient Benefit

A full report of a 12-month study of passive hyperimmune 
therapy (also called passive immunotherapy) appeared in the 
October 1 issue of BLOOD (volume 84, number 7, pages 2130-
2135). This study, together with a report of a study at the 
National Blood Transfusion Institute in Paris, which was 
presented at a passive immunotherapy conference in London, 
led to extensive news coverage of this treatment.

Passive hyperimmune therapy uses plasma from blood donors who 
have HIV but are healthy, and are apparently controlling the 
virus well. This plasma is sterilized to avoid transmitting 
any new virus, then is infused into persons with AIDS. The 
plasma contains antibodies, and perhaps other substances, 
which may be helpful to recipients who have lost the ability 
to produce them. This approach to treatment has been used 
successfully in a number of other diseases. (Note: All 
available information indicates that donation of plasma is 
not harmful to persons with HIV; some data suggests that the 
donations may be helpful.)

The study published in BLOOD was sponsored by the HemaCare 
Corporation in Los Angeles, California. It included 220 
patients, and randomly assigned them to three treatment 
groups: full dose treatment (500 ml of plasma once a month), 
half dose treatment, and placebo.

Benefits were found only in the recipients with baseline T-
helper counts between 50 and 200. (It is not known if those 
with higher T-helper counts could benefit, as there were only 
24 such volunteers among the 220 in this study -- too few to 
show an effect.) There was one death among 21 people in the 
full-dose group, vs. three among 21 with half dose, and six 
among 30 on the placebo; this did not quite reach the 
conventional criterion for statistical significance (p = .065 
in the study). T-helper count changes were statistically 
significant: full dose improvement was 32.7 cells, half-dose 
was 0.9, and the placebo group lost an average of 3.5 in T-
helper count.

There were no significant differences between the groups in 
opportunistic infections, however. This is different from the 
results of the French study, which found three times as many 
AIDS-related illnesses in the placebo group, according to a 
report in the INDEPENDENT (London), October 2.


***** Alternative Treatment Research Center Receives NIH 
      Grant

Bastyr University in Seattle, Washington, has received a 
three-year, $840,000 grant from the Office of Alternative 
Medicine to establish an Alternative Medicine Center for 
research in HIV/AIDS. The new Center will:

* Research the patterns of use of alternative treatments for 
AIDS and related conditions. What is the extent of use of 
different treatments -- both prescribed by healthcare 
providers, and self-administered? Are people informing their 
mainstream physicians about what else they are using?

* Screen and evaluate therapies from the field of alternative 
medicine, including reporting of adverse events.

* Train alternative medicine practitioners in the scientific 
evaluation of their treatments.

* Educate the mainstream biomedical community in alternative 
medical treatment of HIV infection and AIDS.

Bastyr University was founded by naturopathic physicians in 
1978, and is now offers degrees in naturopathic medicine, 
acupuncture and Oriental medicine, and nutrition. It is 
accredited by the Northwest Association of the Schools and 
Colleges. It has studied potential AIDS treatments for many 
years, focusing on assembling scientific knowledge about 
naturopathic and other alternative treatments. The current 
grant is the first ever from the NIH to an educational 
institution that trains alternative medicine practitioners.

The Office of Alternative Medicine (OAM) was established as a 
separate entity within the U.S. National Institutes of Health 
(NIH) only last year, when President Clinton signed the 
National Institutes of Health Revitalization Act of 1993. The 
OAM has defined alternative medicine as "any medical practice 
or intervention that: (a) lacks sufficient documentation in 
the United States for safety and effectiveness against 
specific diseases and conditions; (b) is not generally taught 
in U.S. medical schools; and (c) is not generally 
reimbursable by health insurance providers." The OAM recently 
funded another center to evaluate alternative treatments for 
addictions and related disorders.

For More Information

The Office of Alternative Medicine publishes a newsletter 
every other month, and also has a general information paper 
and several fact sheets available. Current fact sheets cover: 
Frequently asked questions; Research programs of the OAM; 
Classification of alternative medical practices; Upcoming 
events sponsored by the OAM; Shark cartilage; Biofeedback; 
HIV/AIDS and alternative therapies; and Directory of 
alternative healthcare associations. For more information, 
write to Information Center, Office of Alternative 
Medicine/NIH, 6120 Executive Boulevard, EPS, Suite 450, 
Rockville, MD 20852, or call 301/402-2466, or fax 301/402-
4741.

For more information about the Alternative Medicine Center 
for Research in HIV/AIDS, or Bastyr University, write to 
Bastyr University, 144 NE 54th Street, Seattle, WA 98105, 
phone 206/523-9585, fax 206/527-4763.
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